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Amendments to the Claims 

1-6 (Canceled) 
7. (Currently Amended) 
A compound of formula I 



R 2 R 1 




or a pharmaceuticallv acceptable salt, wherein: 
A is 

a) an arvl ring selected from phenyl, wherein any stable phenyl ring atom is independently 
unsubstituted or substituted with 

1) halogen. 

2) NO ?. 

3) CN. 

4) CR46=CfR47R48) 2 . 

5) C=C R46. 

6) tCRiRjVOR46^ 
7} _tCRiRj'> I NtR46R47- ) , 

8) tCRiRjV CfO)R46. 

9) tCRiRiV CrO)OR46, 

10) (CRiRhrR46, 
HUCRiRjV SfO)n-2R61. 

12) tCRiRjV SfO)Q-2NfR46R47). 

13) OSfO) n-9R61. 

14) NtR46)C(0)R47. 

15) NtR46)stO) n-2R61. 

16) (CRiRj)rNfR46->R61. 

1 7) tCRiRj) r NtR46^R6 1 qr47, 

1 8) tCRiRj) r NtR46yCRkRl)cCtO)NrR47R48^ 

19) NtR46)fCRiRj)rR61. 
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20) N(R46ycRiRj)rN(R47R48\ 

21) (CRipJVCfOWR47R48). 

22) oxo. 

b) a heteroaryl ring selected from the group consisting of pyridine, pyrimidine. pyrazine. 
pyridazine. indole, pyrrolopyridine. benzimidazole. benzoxazole. benzothiazole. and 
benzoxadiazole 

wherein any stable S heteroaryl ring atom is unsubstituted or mono- or di-substituted with 
oxo. and any stable C or N heteroaryl ring atom is independently unsubstituted or substituted 
with 

1) halogen. 

2) NO? . 

3) CN. 

4) CR46=CfR47R48)7 , 

5) C=C R46. 

6) rCRiRj)rOR46^ 
7} _fCRiRjVNrR46R47), 

8) fCRiRj)r CfQ)R46, 

9) (CRiRhr CfO)OR46, 

10) rCRiRj)rR46, 
llUCRiRj) r S(Q)n_9R61, 

12) rCRiRjV S(Q)Q-2NfR46R47). 

13) OS(Q) n_9R61, 

14) N(R46)C(0)R47, 

15) N(r46)S(Q) s r61^ 

16) fCRiRj) r NrR46)R61. 

1 7) rCRiRj)rN(R46)R6 1 QR47, 

1 8) (CRiRj) r N(R46)(CRkRl).crO)NrR47R48). 

19) NfR46)fCRiRj)rR61. 

20) N(R46xcRiRj) r N(R47R48). 

21) rCRiRj)rC(Q)NfR47R48), or 

22) oxo. or 

c) a 4-. 5- or 6-membered heterocyclic ring containing 1 or 2 nitrogen atoms, unsubstituted. 
mono-substituted or di-substituted with Cj^-C^ alkyl; 
Y is CH 2 . NR53, NCfO)R53. SfO)p-2 or O; 
G is H 2 or O: 
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ga Rb RL Rl R k . and Rl are independently selected from the group consisting of: 

1) hydrogen, 

2) C_i-C ^ alkvl 

3) halogen, 

4) arvl 

5) R 8Q . 

6) CvCiq cycloalkvl and 

7) OR4 

said alkyL arvl and cvcloalkyl being unsubstituted. monosubstituted with R 7 . disubstituted with R 7 
and R 15 , trisubstituted with R 7 . R 15 and R 16 . or tetrasubstituted with R 7 . R 15 . R 16 and R 17 ; 
Rl is independently selected from: 



1) hydrogen, 

2) halogen, 

3) CN. 
£j_QR40 A 

^ l N(R40r41)^ 

6) cro)OR4Q. 

8) SCQ o^R^ 

9) N(R40yCRaRb)r,R6, wherein R6 r83^ 

10) N(R4QVCRaRb) T 1 NrR4lR42^ 



R 70 




13) CrOWR4lR42) and 



14) .a 4-, 5-, or 6-membered heterocyclic ring containing 1 nitrogen atom, 
unsubstituted, or mono-, di- or tri-substituted with -OH- 



R2„ r8, and RlO are independently selected from hydrogen and halogens 



R9 is OCTh or OCHF? 
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r4 r40, R 41. r42, r46, r47, r48, r49, r50, r51 r52, and R 53 

are independently selected from: 

1) hydrogen. 

2) Cv-C* alkvl 

3) CvCiq cycloalkyl. 

4) aryl. 

61CF3, 

7) C 9-C6 alkenyl. and 

8) C9-C6 alkynvl 

said alkyl. aryl. and cvcloalkvl is unsubstituted. mono-substituted with Rl8. di- substituted with Rl8 
and Rl9. tri-substituted with Rl8. gjg and R 2 0. or terra- substituted with Rl8. Rl9 a r20 an( j r21 : 
R5 is independently selected from: 

1) hydrogen. 

2) halogen. 

3) CN. 

4) crOWR49RS0\ 

5) CfO)OR49 

6) S(O)q.2N(R49r50\ 

7) SfO) n-9R62, 
8lC lz C6 alkyl, 

9) C vCm cycloalkyl 

10) R82, 

said alkyl. aryl. and cycloalkyl is unsubstituted. mono -substituted with r22^ di- substituted with R22 
and R23. tri-substituted with R22 a r23 an( j r24^ or terra-substituted with R22. r23^ r24 an d r25 : 
r6^ r&L r61 m r62 an( j r63 are independently selected from: 

1) _CizC 6 alkvL 

2) aryl. 

3) R83. and 

4) CvCiq cycloalkyl; 

said alkyl. aryl. and cycloalkyl is unsubstituted. mono -substituted with R26^ di- substituted with R^6 
and R^7^ tri-substituted with R26„ r27 an( j r28^ or terra- substituted with R26^ r27^ r28 an( j r29 : 
R7 r!5. r!6. Rl7 Rl8, R 19 R20, r21. r22, r23, r24, r25, r26, r27 r28, r29, and R 70 are 

independently selected from: 

1) Cv-C* alkyl. 

2) halogen. 
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3) OR51. 

4) CF 3, 

5) aryl, 

6) CvCiq cycloalkyL 

7) R84, 

8) SfO) n-9 NfRSlRS2x 

9) CfO)OR51. 

10) CfO)R51. 

11) CN. 

12) CfOWR5lR52x 

13) NrR^l)CrO)R52, 

14) S(Q) o I 2£63 a 

15) NO?, and 

16) NfR5lRS2) : 

R8Q, r81, r82^ r83 and R&4 are independently selected from a group of unsubstituted or substituted 
heterocyclic rings consisting of a 4-6 membered unsaturated or saturated monocyclic ring with 1,2,3 
or 4 heteroatom ring atoms selected from the group consisting N, O and S, and a 9- or 10-membered 
unsaturated or saturated bicyclic ring with 1„ 2, 3 or 4 heteroatom ring atoms selected from the group 
consisting orN, O or S; 

n, r, s and t are independently 0, 1, 2, 3, 4, 5 or 6; 
u is 0, 1 or 2; and 

v is 0, 1 or 2, wherein said compound is selected from the group consisting of 
[(6-methoxy-4-pheny lisoquinolin-3 -yl)methyl] dimethylamine, 
l-(l-chloro-6-methoxy-4-phenylisoquinolin-3-yl)-N,N-dimethylmethanamine, 

{ [6-methoxy- 1 -(methylthio)-4-phenylisoquinolin-3-yl]methyl} dimethylamine, 

[6-methoxy- 1 -(methylsulfony l)-4-pheny lisoquinolin-3 -yl]methyl(dimethyl) amine oxide, 

1 - [6-methoxy- 1 -(methylsulfonyl)-4-phenylisoquinolin-3-yl]-N,N-dimethylmethanamine, 

3-[(dimethylamino)methyl]-6-methoxy-4-phenylisoquinoline-l-carbonitrile, 

2,3-Dimethyl-6-methoxy-4-phenylisoquinolinium hydroxide, 

6-methoxy- 1 -(2-methoxyethoxy)-3-methyl-4-phenylisoquinoline, 

{3-[(6-methoxy-3-methyl-4-phenylisoquinolin-l-yl)oxy]propyl} amine, 
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2- [(6-methoxy-3-methyl-4-phenylisoquinolin-l-yl)amino]ethanol, 
6-methoxy- 3 -methyl- 1 -(methylsulfonyl)-4-phenylisoquinoline, 
6-methoxy-N-(2-methoxyethyl)-3 -methyl- 4-pheny lis oquinolin- 1 -amine, 
N-(6-methoxy-3-methyl-4-phenylisoquinolin- 1 -yl)ethane- 1 ,2-diamine, 
6-methoxy-3-methyl-4-phenylisoquinoline, 

N-(3,4-dimethoxybenzyl)-6-methoxy-3-methyl-4-phenylisoquinolin-l -amine, 

6-methoxy-3-methyl-4-phenylisoquinolin-l-amine, 

l-(ethylsulfonyl)-6-methoxy-3-methyl-4-phenylisoquinoline, 

l-(benzylsulfonyl)-6-methoxy-3-methyl-4-phenylisoquinoline, 

6-methoxy-3-methyl-4-phenyl-l-(phenylsulfonyl)isoquinoline, 

6-methoxy- 3 -methyl-4-phenylisoquinoline- 1 -carbonitrile, 

3- tert-butyl-6-methoxy- 1 -(2-methoxyethoxy)-4-phenylisoquinoline, 
l-chloro-6-methoxy-4-phenylisoquinoline-3 -carbonitrile, 
6-methoxy-4-phenylisoquinoline- 1 ,3-dicarbonitrile, 
l-(allyloxy)-6-methoxy-4-phenylisoquinoline-3 -carbonitrile, 
l-(2,3-dihydroxypropoxy)-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
(allylamino)-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

(+/-)- l-[(2,3-dihydroxypropyl)amino]-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
l-{[(2S)-2,3-dihydroxypropyl]amino}-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
l-{[(2R)-2,3-dihydroxypropyl]amino}-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
(+/-)- 1 - [(2,2-dimethyl- 1 ,3-dioxolan-4-yl)methoxy]-6-methoxy-4-phenylisoquinoline-3- 
carbonitrile, 

1 - { [(4S)-2,2-dimethyl- 1 ,3-dioxolan-4-yl]methoxy } -6-methoxy-4-phenylisoquinoline-3- 
carbonitrile, 

l-{[(4R)-2,2-dimethyl-l,3-dioxolan-4-yl]methoxy}-6-methoxy-4-phenylisoquinoline-3- 
carbonitrile, 
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1 - { [(2R)-2,3-dihydroxypropyl]oxy } -6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

l-{[(2S)-2,3-dihydroxypropyl]oxy}-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

(+/-)- l-{[2,3-dihydroxypropyl]oxy}-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

l-[(3R)-3-hydroxypyrrolidin-l-yl]-6-methoxy-4-phenylisoquinoline-3-carbonit^ 

1 - [(3 S)-3-hydroxypyrrolidin- 1 -yl]-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

(+/-)- 1 -[3-hydroxypyrrolidin- 1 -yl]-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

l-[cis-3,4-dihydroxypyrrolidin-l-yl]-6-methoxy-4-phenylisoquinoline-3-car^ 

6-methoxy-4-phenyl- 1 -pyrrolidin- 1 -ylisoquinoline-3-carbonitrile, 

6-methoxy-l-(methylsulfonyl)-4-phenylisoquinoline-3-carbonitrile, 

6-methoxy-4-phenylisoquinoline-3-carbonitrile, 

l,6-dimethoxy-4-phenylisoquinoline-3-carbonitrile, 

l-chloro-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

4-(3-fluorophenyl)-6-methoxy-l-methylisoquinoline-3-carbonitrile, 

4-(3-fluorophenyl)-l-[(2-hydroxyethy^ 

l-amino-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

4- (3 - fluoropheny 1) - 1 - [(3 -hy droxypropy 1) amino] -6-methoxyisoquinoline-3-carbonitrile, 

l-(but-3-enyloxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

(+/-)- 1 -(2, 3-dihydroxypropoxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

l-[(2R)-2,3-dihydroxypropoxy]-4-(3-fluoro^ 

l-[(2S)-2,3-dihydroxypropoxy]-4-(3-fluoroph^^ 

(+/-)- l-(3,4-dihydix>xybutoxy)-4-(3-fluoro 

(+/-)- l-[(3R)-3,4-dihydroxybutoxy]-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 
1 - [(3 S)-3 ,4-dihydroxybutoxy] -4-(3 -fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 
(+/-)- l-[(l,4-dioxan-2-ylmethyl)amin^ 
carbonitrile, 
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l-[(l,4-dioxan-(2R)-2-ylmethyl)amino]-4-(3-fluorophenyl)-6-methoxyisoquin^ 
carbonitrile, 

1 - [( 1 ,4 - dioxan- (2 S) - 2 -y lmethy 1) am 
carbonitrile, 

4-(3-fluorophenyl)-6-methoxy- 1 - [(1 -methyl- 1 H-imidazol-4-yl)methoxy]isoquinoline-3- 
carbonitrile, 

(+/-)- 1-(1, 3-dioxolan-4-ylmethoxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

l-(l,3-dioxolan-(4R)-4-ylmethoxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbom 
l-(l,3-dioxolan-(4S)-4-ylmethoxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carb 
l-(l,3-dioxan-5-yloxy)-4-(3-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 
4-(3-fluorophenyl)- 1 - {[2-hydroxy- 1 -(hydroxymethyl) ethyl] amino } -6-methoxyisoquino line- 

3- carbonitrile, 

4- (3-fluorophenyl)-l-(lH-imidazol-5-ylmethoxy)-6-methoxyisoquinoline-3-carbonitrile, 
l-{[(2R)-2,3-dihydroxypropyl]amino}-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

l-{[(2S)-2,3-dihydroxypropyl]amino}-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

(+/-)- l-{[2,3-dihydroxypropyl]amino}-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

l-(lH-imidazol-l-yl)-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
6-methoxy-4-phenyl-l-[(pyridin-2-ylmethyl)amino]isoquinoline-3-carboniti*ile, 
6-methoxy-4-phenyl-l-[(2-p>ridin-2-ylethyl)amino]isoqumoline-3-carbonitrile, 
(+/-)- 1-[(3 ,4-dihydroxybutyl)amino]-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

l-[(3R)-(3,4-dihydroxybutyl)amino]-4-(3-fluorophenyl)-6-methoxyisoquinoline-3- 
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carbonitrile, 

l-[(3S)-(3,4-dihydroxybutyl)amino]-4-(3-fl^ 
carbonitrile, 

l-chloro-4-(2-fluorophenyl)-6-methoxyisoquinoline-3-carbonitrile, 

4-(2-fluoroplienyl)-6-methoxyisoquinoline-3-carbonitrile, 

(+/-)- 1 -[(2,3-dihydroxypropyl)amino]-4-(2-fluorophenyl)-6-meth^ 

carbonitrile, 

l-[(2S)-(2,3-dihydroxypropyl)amino]-4-(2-fluorophenyl)-6-methoxyisoquinoline-3- 
carbonitrile, 

l-[(2R)-(2,3-dihydroxypropyl)amino]-4-(2-fluorophenyl)-6-methoxyisoquinoH 
carbonitrile, 

(+/-)-6-(difluoromethoxy)- 1 - { [2,3-dihydroxypropyl]amino} -4-(3-fluorophenyl)isoquinoline- 
3-carbonitrile, 

6-(difluoromethoxy)- 1 - {[(2S)-2,3-dihydroxypropyl] amino} -4-(3-fluorophenyl)isoquinoline- 
3-carbonitrile, 

6-(difluoromethoxy)- 1 - { [(2R)-2,3-dihydroxypropyl]amino} -4-(3-fluorophenyl)isoquinoline- 
3-carbonitrile, 

(+/-)-6-(difluoromethoxy)-l-{[2,3-dm^ 
3-carbonitrile, 

6-(difluoromethoxy)-l-{[(2S)-2,3-dih^^ 
3-carbonitrile, 

6-(difluoromethoxy)-l-{[(2R)-2,3-dm^ 
3-carbonitrile, 

1 -(4-hydroxypiperidin- 1 -yl)- 6 -methoxy-4-phenylisoquino line- 3 -carbonitrile, 
1 -azetidin- 1 -y 1- 6 -methoxy- 4 -phenylisoquino line- 3 -carbonitrile, 

(+/-)- 1 -[trans-3,4-dihydroxypyrrolidin- 1 -yl]-6-methoxy-4-phenylisoquinoline-3 -carbonitrile, 
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1 - [(3R,4R)-3,4-dihydroxypyrrolidin- 1 -yl]-6-methoxy-4-phenylisoquinoline-3-carbonitrile, 
l-[(3S,4S)-3,4-dihydroxypyrrolidin-l-yl]-6-methoxy-4-phenylisoquinoline-3-carbon^ and 
6-methoxy-N-(3-methoxypropyl)-3-methyl-4-phenylisoquinolin-l -amine. 

8. (withdrawn) A method of treating a condition in a mammal, the treatment of 
which is effected or facilitated by K v 1.5 inhibition, which comprises administering a compound of 
Claim 1 in an amount that is effective at inhibiting K v 1.5. 

9. (withdrawn) A method of Claim 8, wherein the condition is cardiac arrythmia. 

10. (withdrawn) A method of Claim 9, wherein the cardiac arrythmia is atrial 

fibrillation. 

1 1 . (withdrawn) A method of Claim 9, wherein the cardiac arrythmia is selected from 
the group consisting of atrial flutter, atrial arrhythmia and supraventricular tachycardia. 

12. (withdrawn) A method of preventing a condition in a mammal, the prevention 
of which is effected or facilitated by K v 1.5 inhibition, which comprises administering a compound 
of Claim 1 in an amount that is effective at inhibiting K v 1.5. 

13. (withdrawn) A method of Claim 12, wherein the condition is cardiac arrythmia. 

14. (withdrawn) A method of Claim 13, wherein the cardiac arrythmia is atrial 

fibrillation. 

15. (withdrawn) A method of Claim 13, wherein the cardiac arrythmia is selected 
from the group consisting of atrial flutter, atrial arrhythmia and supraventricular tachycardia. 

16. (withdrawn) A method of Claim 12, wherein the condition is a thromboembolic 

event. 

17. (withdrawn) A method of Claim 16, wherein the thromboembolic event is a 

stroke. 
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18. (withdrawn) A method of Claim 12, wherein the condition is congestive heart 

failure. 

19. (currently amended) A pharmaceutical formulation comprising a 
pharmaceutically acceptable carrier and the compound Claim 4- 7_or a pharmaceutically acceptable 
salt thereof. 

20. (currently amended) A pharmaceutical composition made by combining the 
compound of Claim 4- 7 and a pharmaceutically acceptable carrier. 

2 1 . (withdrawn) A method of treating cardiac arrythmia comprising 
administering a compound of Claim 1 with a compound selected from one of the classes of 
compounds consisting of antiarrhythmic agents having Kvl.5 blocking activities, ACE inhibitors, 
angiotensin II antagonists, cardiac glycosides, L-type calcium channel blockers, T-type calcium 
channel blockers, selective and nonselective beta blockers, endothelin antagonists, thrombin inhibitors, 
aspirin, nonselective NSAIDs, warfarin, factor Xa inhibitors, low molecular weight heparin, 
unfractionated heparin, clopidogrel, ticlopidine, Ilb/IIIa receptor antagonists, 5HT receptor 
antagonists, integrin receptor antagonists, thromboxane receptor antagonists, TAFI inhibitors and P2T 
receptor antagonists. 

22. (withdrawn) A method for inducing a condition of normal sinus rhythm in a 
patient having atrial fibrillation, which comprises treating the patient with a compound of Claim 1. 

23. (withdrawn) A method for treating tachycardia in a patient which comprises 
treating the patient with an antitachycardia device in combination with a compound of Claim 1 . 



